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(57) Abstract: Her2 and/or EGFR inhibitors to be administered to subjects with the overexpression or activation of Her2 and/or 
EGFR that have been subjected to an examination for detecting the expression or activity of Her2 and/or EGFR and thus regarded 
tf} as having the overexpression or activation of Her and/or EGFR; and medicinal compositions containing such an inhibitor. 
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m m m 

^^^(Mfe^s rtttHWate-T-^JUfffcio 

fitH^-^^ft: (epidermal growth factor receptor, J^TEGFR h B§-"t~ 0 ) k^fDWfc 
<7)human EGFR type2 (^THer2 t W&ir 0 B»J£ erbB-2 £ t> l¥^o ) flMMffeftSo 
15 EGFR^Her2«^tt^5>^*170kD s 185kDC'flimjlMMe«^fc?)oEGFRi:Her2 

20 E6FRtt^5l*S^89?S^ffi«)"r«V^«S*r|S3aL-CV^S [J. Cancer Res. Clin. 
Oncol. 1993 119, 401-407] e — ^ -tOfife©«6ffiT?tt^/J^iailP*©45»^EGFR© 
j®PJ3§^ [Cancer Res. 1993 53, 2379-2385], # V ^zfy * h — v ©50KfclEGFR<Z>3& 
^T-itipS [Cancer Res. 2000 60, 1383-1387] if Offi^dSfc 5 0 

Her2tJlS8LTf*f L*£tf)399U£il'|K^-if ipl [J. Clin. Oncol. 1993 11, 1936-1942] 

25 , 9P&fK <D32% \Z.ffiffl&& [Cancer Res. 1990 50, 4087-4091], ^^tttffjS: 
tifa&<D67%\Z.Mffl2&& [Clinical Cancer Res. 2001 7, 2643-2647] ft }£ (D^t^&fo % 
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EGFR-^Her2 &n&& \zmmm& u t v > s *s . rntias fc ©5H=-awi 

Clin. Oncol. 2001 19(18s), 32s-40s] o tit, EGFR t Her2 (D^^m^ £ 9 EGFR 

io ^iiasiiw^ e>^AP3i$tbSi i^^ti-c^s [ceii 1987 58, 287-292] 

„ £fc, ?LS, PE*, J^^{Cj3V>TEGFRiHer20#|gm^fc-5i:^7p^^^ : 
5£<^# J g-t>£>5[Clin. Cancer Res. 1999 5, 4164-4174] „ 

Lfc^o-c, KG?RbueT2m*%:wm-rz>mn (sir, m^^rMmmthm 

EGFR£Her2O^^&#Tf:m{'/£<&^HTV^ 0 UTEGFR^Jg^i" Sfctffcl-^ 
[Cancer Res. 2001 61, 4490-4496] o — Jj s ?L^S# <Z>Her23£^<£>WMl- J: 
T#fc[Clin. Cancer Res. 2001 7, 1577-1581] 0 Lfc/^oT. EGFR^Her2£>#8Ffte 

25 J^fcSo Her2(51^jT^«' : Pfafei;^— (Herceptin : Wo£, Rocheft) # 
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mm t-EGFR h Her 2 ©f^T /VPJ.W#J \> #25 ffl& £ ttT V % 5 # £ f£H ffc ^ teM o 
#tHer2fcl#^~ Ir^^ttHerf^^^Br^— i?^* h (Herceptest : MFn% 
5 EGFR^**— MmMMJ Isy-P (Iressa : FSp b p^. A. Zenecatfc) H:»±|£3l5©0i*SI 
SwfciSBS^WK^^$^T#^.[Clin. Cancer Res. 2001 7, 3780s] o L/^U 

10 EGFR£Her2<Dx^T^ll.«iJte, V^ttd^liW^ASIS^LTV^Sffi-Cfcttfi 

mm* mmrnm k:** v ^x sterns. £ tit- t©TOv \ 

^tf)^ S^BfcSjSfcW* (Thymidylate synthase : TS) ?&WLARtfi/t Ke2fc°<J $ 
i?>&LfoM&%$ (Dihydropyrimidine dehydrogenase) 1 5FUMS'l4(iMaS^ 

*>5t©$R^SS>S[H**5f&^^» 2000 35, 340] o Ld>U H^lcMfeiL 

25 ttiStfeaSflflBS tb^«E^jfe^*J- LTHer2Xf*/'^.TJ i EGFR|Ja^J^S#i- 5 £ £ 
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Her2Xf3/;&tJ ; EGFR^mXte^'f££^U Her2Xte/;K:tfEGFR^ii3iiJ 

msmt vx^ztmmz ^mmMm wuts4t«fc«> <^Her2x 

^EGFRPE^k 

(2) Her2X«/S.TJ ? EGFR(D?g'|4$r^m-rSfc^^)^^J: 0 «tfe**&©Her2XKJ: 
10 /^tfEGFRfl^-ISSr^HrU Her2X(i/^.'U ? EGFR^^'|4'fb LTV^ i f J 

EGFR3SmXttEH3:«:»»rU Her2S.OTGFR^igfiJ^^.Xf*S'l4{bbTV^ 

15 ^mm<ommm. 

(4) Her2&t/EGFR<D^1£&4f m^5f-fe<^^-J; 9 W&ltffc©Her2&t*EGFR£> 
EH4&^»rU ^O^. Her2RU?EGFR^^tt^bTV^^^JKff$tb^^*t#^ 

*ruTS#i-s^«>©BtfiE (3) »diE«toia$*y. 

(6) Her2S.I^ , EGFRC0i§pm^X^^^'l4'^b(c:^H•r^^S^SoTV^ 

(7) tti^^^h hT?*>s, tufa (1) (6) ©^fn^i^fEfopit^j 

ia (i) yzLismnm&ffl* 

(9) Her2&t/EGFR^mXtt»tt*^Wi-5^*<Z>*feSASfr^*T?*>5ttf|5 (3 
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(10) Her2mWMRmGFRmWMfrbt£Z&M^hZ>m*?. (3) \Ztftt<DWmffl 

5 5 fc«>©tfriB (3) fcflB*©lfl#*!L 

/^/y ^if-^a Xife-efcSfi&IB (8) Xit (9) (c|Em^PlW^J> 

(13) jKttSrffl^fcfcgg^W^ifcas, HtH#*ft#*ftJ£S&> ll-^Ty 

io «fe*^*s#j;»)»tf*bS^«fe-ca!>s«fns (12) fciss^ia^Rk 

(14) &&RTfi&mm&fc&R^1t'^7V?4V—i'a>m&, RT-PCR 

1 shS, f 1 sh^ ;-fy^a? bm, f v^n y hifed>e>j&5 

»±oatfHs^«fe-e*)S«na (12) i-f2*ccopiw#J, 

(15) TiB-jRsS (I) 



{5SfU XttNXfiCH-Cfct) ; YiSCR^fcot, V ^ N "Cfe S ^ ; Xfi Y ^ 

XliY^CR 2 ffoot, V^CR'ffc!) ; R 1 »4C 1 _ 4 T/V^/K C 1 _ 4 T/1^=«^ 
v\ CH 3 S 0 2 CH 2 CH 2 NHCH 2 -A r - (r^t, Artt7x=yK :7 ^ ^ 
20 s ^J-^*^ fn — /HU!f7/- £*u ^tf>4Hr ttSfMK: J: »? 1 

it\) X«-C = C-C (R 6 ) (R 7 ) (R 8 ) (^T\ R<\ R 7 S RMi-tft-P 
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ur/^^«r*t.) £r*b ; R 2 te7ki!f, Aq^y, t Kp^tK C 1 _ 4 T/^^v 
5 . C 1 _ 4 T/V=i^^ C 1 _ 4 T/V^T^/, 5? [C 1 _ 4 T/^^/U] T^yS.tJ^-N 
HCO-R 9 C:t\ R 9 f2C 1 _ 4 T/V-=3r/K C x _ 4 TVl'a 3r v\ C 2 _ 4 7A"Jr~ 

/uxttc 2 _ 4 r/w=¥^/^^^-t- 0 ) d>e>j&a^*»e>»^**b ; uteR 3 ^-m&£n 
io N ^r^Ky^/K ^y^Ky—zK iH-^y^/y;K 2, 

H — fy^YU/K 1H — <^XV^ N /y/K 2, 

^ 5 U 1 H-<y / Mi 7 / U L ; R 3 fi^^v?/K ^o-, 

v?/n p -st/ M>/^y vvk ^< v yv /k tr y v^wy ?vk t° y vvvy h ^ > 

/W^v^XfS b y^n^^/^^^^^rv-^r^-r^ ; X^R 3 fi±lE5t (a) 
>\ C 1 _ 4 T^^r/K C 2 _ 4 7A"J^/K C 2 _ 4 T/l^=/K C 1 _ 4 T/U=»^-^ T 

20 ^y, c 1 _ 4 r^=^^r 5 ^ [c 1 _ 4 r^^r^] r^y, c 1 _ 4 T/^^^^ 

/K #/l^^>\ #/W^-f/K C ^TA-^^f f #/l^=/K c 1 _ 4 r/v^y>f 
^7^7, N- (C 1 _ 4 7VU3r/l') *7W<*-Y7K N, N-v? (C 1 _ 4 T^^^U) 

-^#lT*fcSBulS (1) (14) cov^-fix^^l {c|B«c<DPJ.^J N 
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(16) (4- (3 -yjVJru^sitjVjr^is) -~7^~)V) - (6- (5- ((2 
^ y^;l/*^/I/-xf ^ / ) -77^-2 — f ?V) — fc° y K [3 

, 4-d] try XVls-A — iAs) -7^; 
{4-^^i//Vs>r*^7 =c=-/V) - (6— (5- ((2 ^ ^^/Vsfc^/W— ;n^vi^ 

5 rs/) -77^—2 — (/v) — f/W) -T$^; 

N- {4- [(3 -ITVl^n^^vW ^-^rv'] 7 -6- [5- ({[2- ( 

t^iv^jvor^ /v) z^f-su] 7?/} ^^vi") -2-7]J;v] - 4 — ^ft s / y 
5 ^ ; 

N- [4- (^i/vvl^-^vO - 7 h^V- 6 - [5- ({[2- ( 

10 ^^;V^;V7^^/V) ^fV\ T\/} tftV) -2-7J//V] -4-^-f-y]) 
^ >- ; 

N — (l-^yv?/I — lH-^y^/-;V-5-^/V) — 7— ;* h^f-V— 6- [5 
- ({[2- jv) m^vi/) T$y} ^^/V) - 2-^y/P] -4- 

^-t-y y ^7^; 

15 N— { 3 —yAsHrxi — A. - [(3 -7/^n^l^i^/V) 7 =c=^;V) — 6 — [ 

5- ({[2- (*3 L /UX/l<ft~/\s) T$/} *<3-JV) -2-7VM -4 

-wyy7^> ; 

N- [1- (3 -7)VJrxi'<i/*?>V) -lH-^fy^/-;V-5-^/H -6- [ 
2- ({[2- (^^VW*/^—^) cn^vp] T ^ / } ^^vl-) -1, 3-f7/- 
20 /V— 4-4^1 -4-^7^11^7^ ; 

6- [5- ({[2- (y fvw*/v*~/w) r^/} ^^/W -2-^y^ 

] — N- [4- (^sl^/KX/WtJ^/I') 7^~J>V~\ -4-=^t/yy7^y; 

N— { 3 -7J\s$-u - 4 - [( 3 -7/1'tn^y^) ^-=3r->] ^m^yv} — 6 — [ 

2- ({[2- {*=5-jV*>Vifr^;V) ^/U] T^7} ;*^vV) -1, 3-f7/- 

25 ^-4-^] -4-WP>'75y; 

N— (l-^y-^-lH-^y^/-/V-5 — f/l') -6- [2— ({[2- (pt 

?-7V7,jVtis~/V) *-*$-)V\ 7$;} -1, 3 -f7/-/V- 4 — < A>] - 
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4 -df^-yy ^7 5 V ; 

N- (3-7/^a-4-^<^> ? ^^=ari/7^^^) -6 - [5- ({[2- (7^ 

^^a^^aO zh^a-] j> yj 7 5vi/) -4-^t/yy7?y 

y 

5 N— (3-^an-4-^y^t^fv'7i=;v) -6- [2- ({[2- (7^A 
*A*^A) rc^/p-] 75 7} 7^A) -4-7U;H -4-=ar^y y ^7^ > ; 
N- {3-^t3a — 4 - [(3 -7^tB^y*» tf-^V] :7cn^/l7} -6 - [5 

- ({ C 2 - (7 ^■/KX/HfrcsA') rn^vlTJ 7^7} ^ f-fV) -2-7JJ^] — 4 — 

^-rvy ^75 >- ; 

10 n- ( i i h-^ 5 -'f /V) - 7 -y ;V^rx2- 6 - [5 

- ({[2- (^^vKXA-afr^A-) ^^vl/j 757} 7 ^ A) -2-7JJ/V] -4- 

^ty*yy7^ ; 

N- (3 - MJ ~7>V-frxi*=?->V- 4 -^^^/^^->7^^/V) -6- [5- ({[ 

2- (T^A^/I^^A) ac^vi/J 7> y} 7^/17) -4-7U/V] -4-s*"rV 
15 y ^7 5 > ; 

N— [4- (3-7nP-4-7^tn7i=^) 75 7- 7- [3- (4 — ^-A- 

*y^A) ^n4f^->] — r^] T^PA-TSK; 

N- {4- [(3-7op-4-7/^p7x^) 757] -7- [3— 7^"A- 

3- (4-7 5^A- 1 -f^v^A) -1-^^/V] - 6 -df-t/y^} 7 
20 * y AT 5 K ; X\Z 

N-{3-^an-4 - [(3-7^0^^) $r*is~\ 7 ^—M~ 6- [5- 
({ [2- (7 ^^Atf^/lT) ^^vV] 757}7f^) -2-7JI/U] -4—^ 

25 -a-«JT?fc5frlB (1) (15) cov^-ftt^l ^ie«^h.^j s 

(17) N- [4— (3-7PP-4-7;WtD7x=/i/) 757] -7- [3 — 
(4-^My^V) :7asKdfi7| — fA] 77U^75K Xfc* 
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N-{3-^ uu-4- [(3 — 7As3rv<lsi?JV) ^^i/] 7 - 6 - [5- 

({ [2- ?l/X/Vfr~;V) T ^ ;} t^/V) -2-7!i/H - 4 -dr 

5 -efcStufS (1) frt± (16) (DV^TiX^l ^|B«(DP1^J N 

(18) fufB (1) d><b (1 7) (Di^ftfrii-tmommmz^j&ftbvx-s 
. mmrnit. xn^mxh^mm d 9) ^tE^cDgmm^, 

(2 1) Her2Xf*/^^EGFR^Xt^'l*^^mi-Sfc^O^^J: »9^^© 
He^Xte/^EGFR^Xte^tt^KlTU ^r^>^, Her2X\tX RXfEGFR^mm\ 
15 ^XfiS'l^fcLT^S t*IJ^f$^fc^^(C^J-LT^#i-5fcii6(7), Her2XJ3 

XRm.GFR^mmmx^mti-mmir^mcD^xayRummm, 

(2 2) Her2Xft/ / RU ? EGFR<7)MiJ^X«?S'l4'fbt^H-r5^S^«, 

, s&jMfc, x^ip-efc^tufs (21) ^mm(D^xn/Rnmmm, 

20 (2 3) Her2Xtt/^.U ? EGFR^^X«fg'l*^^m-rSf' £><£>^S^ J: <9 ^^CO 
He^XtS/^EGFR^Xte^tt^ltrU ^0,^, Her2X^/S.U ? EGFR^ig^J 
^mX^i^tt^bTV^S ^^J^$n^^^(^^L-C^*(DHer2X(i/ / S.t/ 
EGFRPJ.^J^^-^-f-5 r t £!&m tirZ^ Her2Xte/RmGFR<D$immm.XfemVk 

mz.mmir&mB<D^mxte/RxfftmjjW:, 

25 (2 4) Her2X«/S.IJ ? EGFR(^Mim^Xtt^tt{b^iai-5^S^^. ilg&TO 

, S&mfag-ffc, xiz&mxhzmm (23) ^ts^oWXii/^tK^^, 
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(25) tufa (is) fat±> (20) (D^-rtifri\z.mm.(DmMmj&m, Rummm 

£Her2X «/R^EGFR<7)iiif m&X ttigl&fb fiHi" 3 ^A©fWX 

KlM^b. Xti$£*T-fc ^.BufB (2 5) ^I5«c0^m^^^-^ ^|i1-So 
#38 93 & S # ( * <D 51 «9 -C h 5 0 

rHer2X«/ / ^.U ? EGFR^m^^m^-^>fcfe(7)^Sj £ LTii, Her2XJt/&t>*EGFR 

LT»*. RT-PCR^. FISH8U f^nyhft, 

r|IltB$^&g£tfej£$!fe (ELISA = enzyme-linked immuno solvent assay) J b te, 
HIIT^P^-^MTyt^fe (EIA) t?fe«9 x ^^fctttftttte^ag-^e 

&MTiy J t-(m%:mm-?ftt£0j7&-Z&Z> o Z-tD^mmmi^ E-Engvalib^oT 

*t/V (zeptomole : lO" 21 ^^) U^V^^m^m^h^W^Wi t VXtoftZtlfco 
ELISAifcfcttEg&Lflcifc, W^St^fe. »VM s^ifefcifasfc*) 

1 0 
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/ids. ^m^&^xn, ftmmmt^&Jim-bmm-tsm-e&Zo 

y ^Vif-i/a 1i^^^^T(DDNA^^S^^(-dSV^T^C, iMf V 

TPCR (Polymerase Chain Reaction) J <b DNA PolymeraseCO^JS^riS^&tls afi 

^^HfT-rS-t^J;9 N h©primer©|BHz:W:$*tt5DNABfjT-*r#MeSfc 

mm-i-ZRJfoXfoZo *PX*h. &fclfRJ& k?CR&ffi.&&fr>1tfc rRT-PCR (reverse 
15 transcription-polymerase chain reaction) jfej t 

nsH(insitu ^f->g ^) &j fcmi&tf tf^fcfc^issioifcajife 

o 

20 t 9^-t-v^RNA^^^ftTTm^^cKjb, ^y^wy(t>fp^hot/vo- 
r-y-ifV^o 5, hfcfej tit, 1975^^Southern{Ci:oT|Effe$tlfc^O#&-e 

25 *> «9 , Mm $ n/c^m^n -^i: mffi&tei&mnm&n^M^ $ ^cdna^^s: 
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o 

5 . mmm. mm^. mmm. is. #/>&b«s. 

KlJKfiR-ffc^ "HIS*. nfcSSSS, SIS. &&m, M 

, ^/hjnuajw*, mm. jms, its, mmm. tfi&mm 

io % ?L^s $mm, ^mm. mmmmmtv<, mmm. wm, *m 

rHer2Xt±/ / SLD ? EGFROiigfimmX«?S'l4^J kit, 
15 ^Her2X^*/^U { EGFR^ig^lJ^^x^^?g'l±'^bb-rv^^^#j ill, Her2Xf*EGFR 

<D'j?tt< kh—jjfrm%m$Lx\zmmti,x^z>Bm, m-?iv<tzm£&i&m&zL 

XfeftmtlsXls^&^Xh&o ^PJCOHer2X«/ / S.D ? EGFRPl^J«, _hffl<£>J: 
? ^Her2X^/S:U ? EGFR^igpj^^,x«^'^t: LTV^B#Ofk;gf 

20 :$:^<£> rHer2Xfi/2fct*EGFRKl.W£!lJ £ LTiS, HerfRtfEGFRtfSifiPJS&^XB: 
^•^LTV>5iSl#^^bTS#r5Her2^t> , EGFR|Jfl»JT^Sr b< , 

Her2Pl*#J&tFEGFRPIW?» * 5 -&*I*C*> o T < „ Her2Pl§£lJ.K.U*EGFRPl* 

*|SMmfeV^T^ffl-t-5Her2|Ja^Ji LT»4. fctHer2fctft:/N— (Roche) 
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% TAK-165 mm), ETH-102 (ExonHit Ther. ) m^mf hfl, #380! I- ^ 

X@iffiirZ>EGFRm.^fflk Ltft J U y -f- (A. Zeneca) „ OSI-774 (Roche), PKI-166 
(Novar t is). EKB-569 (Wyeth) ^ifi&tfhtlZo Z.tlh <DMtl£^ \~ BS b T \t , TAK-165 
}cloV^-C«W0 02/06249-^-^$g N #§fl2001-348385-J§-£^ #M2002-69070^-^r$R, 
5 #M^p9-136877-^<k$& N #Bfl¥ 11-60571 tlCO^tliWO 
96/33980^-<k3$ N #fFH 3040486 ^kfgfC, 0SI-774^oV^TfiW096/30347-^^# 
PKI-166 (COV^TfiW0 97/02266-^-<^#^, EKB-569 ^oV^T«^S#fF^ 
6, 002, 008-*§-K:f3ft£ft-rv^;5o 

^ 6 ® £iSH4E> PJ.* # ^ffl-t" S Umn, S f£Her23Ut/.£: tfEGFR 

rfar^Bl^J © J; «5 ;Srffcl&fcte^ b-Ctt, WO 99/35146 

20 (#«200 2-5 00 2 2 5^ii) KM^Stl/Tl^TlE— AS!5£ (I) 



HN 




X 



(I) 




1 3 
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X(*Y^CR 2 -efcoT > V^CR'tfcD ;R'|tCH 3 S0 2 CH 2 CH 2 NHCH 
2 -Ar-S (rit% Arli7x^/K 77^ ^^a^, If a — /U&Tf^T 
y-A-^ibiiiR^ix, ^CQ^teBJrSIf-J: "9 1 tL< J* 2 tfv^ o y ^ x C 1 _ 4 T 
5 /V^r/WXfiC ^^^^^r^^XW^^tiX^^Xh iV>) £r^t L ; R 2 te7kiff. /m=i 
t Ko^i/, C 1 _ 4 T/^dr/K Cj^T;^^ c 1 _ 4 T/V^T 5 
*S [C 1 _ 4 T/V^/H y a>6ft5i^<bWl£*b ; UteR 3 »-CB^£tK 

i^:7^=/K t°y^K 3h — r^vy/K -fxKy/K ^y^Ky/K -y^ 

10 K9 — y-f ^ Ky =/K ih — r^^yy/K 2, 3 -$?t Kp- 1 H-4 
y^/y/K lH-^yx^f ^/y/K 2, 

^ U 1 H - -<y y h y 7 / U L ; R 3 [i^ y ^n-, i?^D 

-xvni^a^y^ -<vyv/K t° y ^-/k try vv^y h^v, y*. 

vvKm h y /NP^^yi?;Wt^y^t^ ; X^R 3 fi_hfE^; (a) <Dm& 

mis R 5 tt#*iii'AP^^ Cj^r^/^Cj^r^a^^f) 

jURStb ; J&*o, niiO~3T'fc^) ; R 4 li^ti(^t Fa^y, /NP^y, C 
!_ 4 T^^/K C 2 _ 4 T/l-^=/K C 2 _ 4 T^3^K C i_ 4 TA'a T^y, 
20 C 1 _ 4 T/V^/VT 5 y „ v> [C 1 _ 4 T/^dr;^] T ^ 7 N C x _ 4 T/i^A^;tf\ C x _ 4 

#/w^-t/k c 1 _ 4 T/i'='=¥->-^;/w#=/K c 1 _ 4 T/v^ y -T/iyr 

?y, N- (C 1 _ 4 T^^^) *;l//^-f;K N, N — (C 1 _ 4 T^^^) 
25 J$mWkik&m, #{-$f^b<H. N-{3-yna-4- [(3 -y/^D^^^ 

) ^-dr-y] [5- ({ [2- (y ^ y^/i^/jt^/v) j^/i/] r^y} 

y^vu) -2-7 y/iyj -4-^-t/y yr^yf^ xnwoo 0/3 1 0 4 8 
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^&$B^M^£ix-tV^N- [4- (3-^nn-4-7;vtn7x=;v) T $ y 
] -7- [3- (4-^/l^y ^n^^v-] U 

vffi^ V>=tm, fL^. ^-=r^m, -^\"<>m, &MM^, -7$>\>>Wl 

x ^vu-^n^^ ^vi^y^ =i^?m, ^z^x/uft^^ p- 

yx^/^r^y, v?i^;-^r5y, Mix (t: KodE-yif^/^ y) ft 

15 ;mm>mftbtiz> 0 

(I) »^#!OM3t^^^T : VT/^|JaWffi^COV^T{±W0 9 9/3 5 
14 6^1^ N- [4- (3-^nn-4-7^to7x^) 7^7-7- 
[3- (4-^^^y^^) yaTjfdriy] ^/!)7-6-^/V] 77!J^7? K 
(DM^feRXFT^T^mWftffllZ^^XteWOO 0/3 1 0 4 8^#^fEgc^ 
20 tlTV^o 

m^-^r^^Ko^^m woo 2/0 6 6 4 5 i jcistfe^tt-rv^^ 

25 # (lE^J, *H9£3iJ, ^MM. #WJ> ^fMJM^) 

, mm. ^d^ij, ^-^^i/g^j, ^ydri/^j, ^^j, mmm, slmm. 

1 5 
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^gm-^x, #Mnk\z^ j%t®lm, «i*iat^ mmftmM, mm^mm 

±fF^$n#s^^< th-mmm ttm&imm. m^m. i%t?m. m>mt 
mmm, m^m, mtm. vmt^M, 

15 s^*fctM^-t?fco-ct> iv\ mftmmxteMnikmmki,xmm 
xhz>&, mm<Dui&xtewi&x\ mm^xmm^, mm^Mm-r^h^mkm^- 

20 LTMig-rS- kfrXZ&o 

25 \ SMfiactl^S^ jgPW^ttO. 01-100 Omg/k 

N »iL<liO.05~5 0 0mg/k g#fi/B£: N —01 ~^HIt=:^ttTS#-f 

5 0 #£nftK:B\ -ST. jffirtrtXWti£J»rt»C ^JO. 0 1-50 
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mg/k g^m/B. m&v<no. o i-2o mg /k gw/e^ts©^ 

« ^ OHer2X te/#.T>*EGFRtf>3§5I.X tefgttjb V ^ 5 fKXIi/St)' 

ifr^gljii, Her2Xft/^.t> > EGFR(^^mX«®'l*^^SU, Her2Xte/,£.TJ*EGFR;^ii§ 



E G F R^n -yly^r-T— if Pl^f^ffi 
(JjW:) 

15 KJ^(clffiV^fc^jPD 0183805^, EGFR^ d v-^^— t? £|5I$ LEGFRiiPM^ 
A43nc^j"b*Cin vivo^l^^J^^i-^. t ttTU>^ l) . PD 018380502 

^^CI-1033«MDA-MB-453|fflia^/N— U*?^. V >MWi^fc^(Dtier2, erbB3^LT 
erbB4c£>^n */s y - £ dm'BtStlXX,^ 2) Q 

^T<DfEict-:i3^-CPD 0183805&PD, PD 0183805CD 2 ^^^CI-1033^rPD • 2HC1 

N- [4- (3-^nn-4-7;VtP7i^) T ^ / — 7 — [3- (4-^/1^ 




WO 03/101491 PCT/JP03/06988 

PD&t^PD • 2HCl(D&f&\^ WO 0 0/3 1 0 4 8 #4*«UC|Bifc£*Wfc#ifc 

1 ) Vincent, P. W. , Patmore, S. J. , Bridges, A. J. , Kirkish, L. S. , Dudeck, R. C. , 
Leopold, W. R. , Zhou, H. , Elliott, W. L. Proc. Am. Assoc. Cancer Res. , 40: 117, 
5 1999. 

2) Slichenmyer, ff. J. , Elliott, W. L. and Fry, D. W. Serain. Oncol., 28: 80, 
2001. 

^ ; # ^ a ^#-i§-TKG-0182, £fcteATCC J; 9 «A<£>4§^ ; ATCC##CRL-1555) J: 9 
10 #^ttf'^W^-*t$^$i^fcEGFR5^fflV^ N Linda J. Pike <b tf^n if^ 

'l^'J^^ife (Proceedings of the National Academy of Science of the U. S. A. , 1982, 

79, 1433)£&&LT^to#: 0 p LV^fefi^TcOil 9 -CfcSo 

A431»^10%FBS»DMEM^±fi4 J -^3 7 °C, 5°/o»^K^iL, r<£>« 

£:10 mM HEPES^fff^ (pH7. 4h 0.25 M 5/ # a — N 0.1 mM EDTA£"a tf-fiMfc^T 
15 zj^v^ — 3,OOOXG^5#IW3a^#litU Mfc*:<D±m &100, 0OOX Gt 3 

0^W^»L^g|?r=fTV>A431^W®i9-^#, ^ix«r»*Si-C«>5«IJ5>»»EGFRi: L 

A431&Bfl£iHIIIj^ (1 0~1 5 us). 30 mM HEPES^j^ (pH7. 4). 2 mM MnCl 2 
„ 100 ix M Na 3 V0 4 N SOW ^Vl^A-*3-> K (DMS0) t£«ft IsltM&HORl&iaM ( 
20 J^SIS 1% DMS0) 100 ng©EGF^Ptfcf, ^SfTy^tr^ 

^ I I (Asp-Arg-Val-Tyr-Ile-His-Pro-Phe) 50/ig, 7f/Vy£!J >W. (7 - 
32 P -«SRflc3 7KBq3r£tr) ftMSl O^M*JPtraS*Htttfc. r^R# 
6 O /* L-efcs 0 

SJ^fiTfC^^T 3 O^ligfTVV 10 mg/mLttt7;^^^6ALi:2 0 
25 % h y ^ a 5 /i L*X.T^^#lt ^(D^. SzfcfK: 3 0 frmWdU bfc 

o 

-£<7)#5 0 0 0 G"e2^3S'i>bfc^. Jh?f £4 0 u Lirv^y >^LTP8 1 
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5 ii^L, -^H-etT.B. C t Lfc 0 

Plf*(%) = 10 0- {(A-C) / (B-C)} XI 00 

10 mi) 





MM 


IC S0 nM 


PD 


0.4 



Mile r 2fP^y^t- 



m mmmmmm-t^f-x #*n^#-*§-TKG-0298) £fflwc (wta^w 

0 ) ^ J: 9 37°C . 5 * T-C^^ * ^ j/ ^ JL T**&##t## L fc D 

7yt^f t§±l6^MLfcA4^JJS^ 1 2 ? ^/l^W— M:i3X 10 5 /well3f # 
20 W^b^^ofclfflJJS^^J^ £ 1 b^2TO37 < CT-Jt^bfc 0 «^PBS-r 1[H 

ift^Lfc^ iM^7 7 7 (60 mM h y X ( P H6. 8) „ 2% SDS. 10% ^>Ji?n- 
/K 5%-<— ? /u s 0. 001% 7p^7x/- /V^VV— ) fcS^^b 

se*25M gft<D±mmmMW.*i. 5% sds-/K y r ? v >^r % w^m^m^M 

1 9 
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ttM, pvDFjKjiite^bfc. m*-?* y^y^im o. 1% ^>r— gossan bv^m 

WW^^tfift * 3Jn^P — ^/W#C#;PY20 (Transduction 

Laboratories, 1d 9 o :/#-S§-P11120) £ -Y >-dr ^.^<w- > g ^ L> ^^HRP^flfs^v^ ? 
* 2 &£tl# (DAKO, # * P ^##P0447) Lfc„ JKSr'fk^^WISlECL western 

5 blotting detection reagents (Amersham pharmacia biotech % # ^ n ^"# : -^-RPN2209) 

Macintosh^x^V h ?y 7 (ATT0 N $Sp^M3SAE-6930) ^fflV^Tfrofco 

#btt^y ^mfc^y-t-si'&feAfcL, ik&miEmimvsy-tfr* 100%=* 

10 hta— yveW1ffiUfc 0 ^^$rTfB^t-^-r o 



0R2) 



$BJJSHe r 2 v^dr^— if W&fcR 


mm 


% n ^ h a — /!✓ (0. 1 ,u M) 


%3y h a— (l^M) 


PD 


77 


12 



MMM 1 > 2 9 „ PDteHer2;Xf2EGFRC>^i* Ltt» PlWftMl 

r £ . IP^> PD^Her2X(i/Rt/EGFRPl^J £ LT^/B^S £ k &mMX*% 5 0 

15 in vivof6!lftg&^ 

t MRftfiHPAC (ATCC#-^CRL-2119h t h *:Ji§-fgLS174T (ATCC#-5§-CL-188) ^LT 
t h*ftSNCI-H520 (ATCC#-^-HTB-182) fiATCCj; V If A Lfc 0 t h^^^ME180(i 

20 -^TKG-0437, ATCCJ: 9 HA^>«^(*ATCC##HTB-33) 0 Balb/cjH£j* — K*^ 9* ( 
Balb/cAJcl-nu^?* N B^UTtfc, Af^5l^) ©f MTI^PB SfciSL 
fcig^fc h*JM«a«r5X10 e /100i«lWU 7 0tu^iibT^fiIJB0OTO^ 

2 0 
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5 % n ^ h p ~-;v= [ (m^ss^sit- b ^¥^M«^itm^- 1 ) / wmm<D 
mm b (D^mMmmmmm- i n xioo 



(«3) 



t MflftgHPAC (EGFR, Her2[^B§f£) Kft-f SfjflJffisJlJP: 




mg/kg 










4. 6 


100 


PD 


10 


2.4 


39 


PD 


30 


1.4 


11 



(3£4) 



t h^^iIMl80 (EGFRi§t£, Her2^t$) ^*hT 5M$)Jfl: 




mg/kg 




%ny^p — jv 






10.9 


100 


PD • 2HC1 


10 


3. 5 


25 


PD • 2HC1 


30 


2. 7 


17 



io m 5 ) 



t hEfl§^LS174T (EGFR|t'l4> Her2|§'|£) 






mg/kg 






MM 




18. 2 


100 


PD 


10 


10. 7 


56 


PD 


30 


6.8 


34 



me) 



t 1 


hW^SNCI-H520 (EGFR, Her2j3^'|£) KMIr SM^hi: 




mg/kg 




%3yhn — A- 






8. 7 


100 


PD • 2HC1 


10 


8. 3 


95 


PD • 2HC1 


30 


7. 7 


87 



±m%-mz.7Fl,tcW$kfrb, Uer2Xte/RXfEGFRmnM\*. (EGFR,. Her2pWI4) 
, (EGFRG§<|±, Her2^t£) Xte (EGFR^tt. Her2&§<|±) 0;ffi£BJ!S^ LTif ^$IJ$J 
^^/Ttri, gp*>, Her2Xfi/ / S:t^EGFR[5&#^J(iHer2Xfi/S.tJ ; EGFR(Diiiiim^, 

2 1 
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^i^^y^PyhStaS EGFRX nUer2(D?gmWB 

&m 

5 t bMgHPAC (ATCC#-^-CRL-2119) N PANC1 (ATCC#-S§-CRL-1469), t M)y7t- 
■^Daudi (ATCC#-^CCL-213) N t h^i^LS174T (ATCC#-^CL-188) JiATCCJ; <0 MA 
b/t 0 t h^^A431 (^7^C2^#-^-TKG-0182), t h^H^ME180 (# ^ u ^# 
■8-TKG-0437) , t h- $^HSC-3 (# ^ n ^#-5§-TKG-0484) ,HSC-4 (X # u ^#-^TKG-0489 

10 lOOmmjg^JET^^i/^l/^ M-ft5£T^fflJI&*&ft Lfco 100mml#*iIIlc£>igifi£ 
LPBS-e 1 Ie]i5fc# Lfc^^O. 6mL(£>RIPA^ y 7 y (50mM h ]) X (pH7. 4) , 150mM 
IfttMJ^A, 1% NP-40, 0.25% "f**x/^—jVm. ImM EDTA, ^n^T~t?V 
i/fc lf^~ %?TM £»U 7k_h-ei 0^ra#ebfc o 5mL&<b 
^ a. - :/ \z. ©ilX L T 10, OOOrpmTn053ffl^£P3s>i> b fc 0 JLfit &BU * f- =*• —-?\z& L T 

15 r^M^MSr^**^* S> H£^ffiV^ 0 

^6*25jug#©*fflJ^«£r7.5% SDS-^Ky T? U A-T 5: FS^ttj^ttfcm 
PVDFj^^^LfCc JH^^cz 5/dr^^b^#, 0. 1% ^-f->-20» h U ^»f^^ 
-TEGFR^^ti-^^Mfet^ (Santa Cruz Biotechnology, # c ^#^sc-03) * fcfi 
Her2^^J-t-?>#MJrL|$: (Upstate biotechnology, ^7 ^ a ^#-^-06-562) £ 

20 — i^a^U ^f-HRP^ff^^f-^ 2 &fei#;(ICN Pharmaceuticals, # ^ n ^#-*§- 
55689) t^l Lfc 0 flg & \\L ^ ^ }fe M ECL western blotting detection 
reagents (Amersham pharmacia biotech, % ^ n ^*#-5§-RPN2209) -^^3® L-fb^^^^r 

25 
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(*7) 



l/« — V 


/rPl/JCi'lTN 


-J— -E5C I2SJ 












1 
1 


HrAL 


mv± 




9 

La 


PANP1 






3 


ME180 


MH£ 


Rite 


4 


Daudi 






5 


A431 


BM$ 




6 


LS174T 




mm 


7 


HSC3 




mm 


8 


HSC4 




mm 



RT-PCRfe \ZL <£ Z> EGFRX teHer2<£>3£gi*fti& 



5 Molecular Cloning, A Laboratory Manual Vol. 1, Second Edition(Zlt^V ^HS&^r 

*JWil&j&»e>S.N.A.P. ™ total RNA isolation kit (invitrogen, 
45-0472) total RNA&ft&tiJ Lfc 0 #S>*Lfc total RNA<£> 9 *>1 /t g£fflV>$3fc^ 

^S£?T&ofc 0 igEs^tJSKilst Strand cDNA Synthesis Kit for RT-PCR (Roche 

10 , #*t3^##l 483 188) SrJBWCfr fcofc„ 

^©^©^v-iiUli^^^v- p(dN)6£ffl^fc 0 nhtlf' 
cDNAtfM n L^rffiV^-CPCRSr^TofCo EGFR mRNA tf> 4ft W B# 12 7° 9 ^ — ft Human 
Epidermal growth factor receptor and GAPDH genes Dual-PCR kit (Maxim Biotech 
, i3 $ n ^#-§-DP-10065-G) $S#(£>:7°^-r — @£|jf fiTaKaRa Ex Taq™ (^ 

15 $B5£s#^ n^§#RR001A) £fflV^ 0 ^j£f£H'm96 0 C 1# 1^^^/K96 C C 1# 58 
*C 1^ 30# SOIM^/K 72X: 10# llNT ^-e^&ofCo Her2 mRNA<7)$|tijB#« 
^fy-^ ~? — (j; RT-PCR primer set HUMAN erb-B2 (CLP. # 9 n ^#-5§-5254. H) W>ft<D 
T^^ — SfllfiTaKaRa Ex Taq™ (^jga£ % # Z n ^-J^RROOIA) «rJBl^ 
fc 0 SiS^fFfi94 0 C 5#60°C 5# HNT*/K 72°C 2# 94°C 1# 60^ 1# 401M 

20 ^/K 72T;iO# lf-^^/VT^^ofc 0 #^tlfcPCR»}-oV^TT^fn-^m^ 
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JlfE^»!|4 s 5C^t>, VzLXflszfu-y b&^RT-PCRifefc J; •5Her2Xtt 

£fc s _LfBHi6#J 2 > 4©3fe*d»e>, Her2 XttEGFR JS^|4^©tfeaEi6S"5rieT?*>5 
rt^^ o r.©«t5 5tetftaEifeSr^V^TS#H:i3»ta Her2 X«/&t5EGFR ©IS 
5 3gXttlS-tt«:*ft3SEb^ Her2 X EGFR *Sjfi|i!BS^XttfiH4'ft: L £*IJ»r 

$ttfc#^^« N Her2 Xtt/&t5 EGFR ©MX«MC(^Ht SM^lo T 

15 ^wiite, R*x*mmztitc%fm2 002-16213 o&^t ut^. 



20 



25 



2 4 



WO 03/101491 PCT/JP03/06988 

mmmx vmmt Lx^ztnmz frt-mkn^t ^ *t l -t &#-r s tc coHer2x 

5 /^.t/EGFRPl^^Jo 

2 . Her2Xft/S:t^EGFR<7)^tt^^a-r§/' ^<7)^{c: J; 9 $t$t*ttWHer2Xf2 
/&t^EGFR<^'|££l£lifrU Her2X^i/ / 'S.TJ ; EGFR^^•|4'^bbTV^5i:it £ lJ 

10 t^EGFRW^mXfirStt^^^b, ^r(D^m> Her2^t^EGFR^i§pJ^^Xfi?gtt^U 

o 

4 . Her2^0?EGFR<D^tt^^Wi-6fcfecO^S^ i «9^^<©Her2S.I^EGFR 

5. Her2Xtt/RmGFR<Dmmmxttmmk\z&mirz>#im%& 

6. ner2RmGFR(Oimmmx^mmt^mmir^mB^M^x^ 

7. Wt^tft'fc^, tS*©»5Eii^P>6©v^^i3B^IBffeopj.^ 

o 

8 . Her2XnXRUEGFR<D^m.X\i^'^^ir^fc^)(D^^^^^^Xh^ 

25 9. Rer2RmGFR<Dmmxn^n^mi-^tc^(D^^^^xh^m^<D 

fall 1 **e>4<7)V>i»ixd>13®^fB«6©lfflWJo 

1 0 . Ker2mmMRmGmMMMfribti:Z>&MXlbZ>m 3£<£>tSH 3 KHB**>lfi# 
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14. ^^^^^^ffiv>yt^N-r^y ^v-^-i/a rt-pcr 

10 W:, I SHS, F I SHS, ;-f^o? hgr, XWf^ny M£7^&5 

i 5 . Tia-iS:^ (i) 




(a) 



15 Ntfcot, V^CR't'fc^^aWCR't^ot, V C R 2 5 ; 
XttY^CR 2 ffcoT, V^CR 1 ^!) ; RMiC 1 _ 4 T^^^. C^T/t-:^ 
iX N CH 3 S 0 2 CH 2 CH 2 NHCH 2 -A r - C:t\ Arfi^^^/K :7 9 V 

20 X«-C = C-C (R 6 ) (R 7 ) (R 8 ) (irt\ R\ R\ R 8 f*^2Ve 

WJitt, TkHIICT-, tFn^^ ^n^y, C x . A T;V^r)VX\tC .^T;^ 
3^ Xte, m^7Km^XfiC 1 _ 4 T^=¥^T'gm^nTV^Tt J:< , StftdO 

2 6 
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„ C^J;^^^ C 1 _ 4 T/U=3r/l^T5 / s i? [C 1 _ 4 7VV3Vl'] 7$yM-N 
HCO-R 9 R 9 «C 1 _ 4 T/V^>»K C 1 _ 4 T/^^^riX s C 2 _ 4 T/P^-^ 

5 /VXf*C 2 _ 4 T/V^r^/WSr^-r o ) J&»e>fc5#a»&W*3*l/ ; UteR 3 S-m^£;Jx 

-cb £v^c^/k fy^K 3H — r^^/y;K -r^Ky/K -ry-fyKy^ 
h — fyyyy;K iH-^y^ s^yy/K 2, 3-i?tKn-iH-^x 
ta -^.0 b y /n p ^< ^ ^< >- tr y vv^y ^tk tr y s?/^ h * is 

M>"^Xtt h y^M3^^^Vi?^^-^F->*r*i-d> ; XfiR 3 «±I5^ (a) 
15 (DrnZmi- Kt> R 5 tt#*i4C/May^ C 1 _ 4 T^^^S.^C 1 _ 4 T/W^^ 
^d*e>aiR$tb ; *»o % nli0~3ffc5) ; R 4 tt^iil:t Kn=^^ /Nay 
>\ C 1 _ 4 T/V^r/K C 2 _ 4 T/W^=/K C 2 _ 4 T/W^=/K C l _ 4 7^3^ T 

c 1 _ 4 T/v-=¥^r^y, v 5 [c 1 _ 4 r^^] r^y, c 1 _ 4 t/^/v^^ 

C 1 _ 4 T/^=¥/^^^^— /K C 1 _ 4 T^^V^/^=/K C 1 _ 4 T/i-^/^/l-^^ 
/VT^y, N- (C 1 _ 4 7A'3r/l') #/W^-f/K N, N-v? (C 1 _ 4 T^^r^) 

16. (4- (3-7^tn^y^t^V) -7x^) - (6- (5- (( 
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3, 4-d] fc'U 4 — fsV) -T$y ; 

(4 -^yi?;WV7s=;u) - (6- (5- ((2-/ #y*;Vfr~jv-=c*f-;v 
N- {4 - [(3 -^AoTP^^AO ^-^F-V] :7*=/W -6- [5 - ({[2 - ( 

5 **f->v7*fl*i£z=>AS) ^f-jv\ 75/} -2-7J//V] 

N- [4- (-^S^tf-^V) 7^—/^] -7-^^>-6- [5- ({[2- ( 

* ^^vp] r^y} ^ f-fv) -2-7y^] -4 - U >T 

10 N- ( 1 -^y^V- 1 H-^f 5 -^f^) - 7-p< [5 

- ({C2- (**3-;v*;vi£=.;v) o^/k] 75/} t^/v) -2-7P/V] -4- 
dft^y ^7^y ; 

N- {3-7/W^"P-4- [(3 tf-^F-V] 7a:~/W -6- [ 

5- ({[2- {*?-;V*;Vfc^;V) 7 5/} *=T>V) -2-7JJ/H -4 

15 -wy^r^x; 

N- [1- (3-7^^-n^^^P) -1H — A— 5 — f/Kl -6- [ 
2- ({[2- (^^vl^/UJfc—A) 75/} ^/V) -1, 3-f7/- 

-4-^tyy^7^y; 

6- [5- ({[2- (^^W^M^/V) rc^vv] 75/} /^vV) - 2-7!J^ 
20 ] — N- [4— (7 ^~>V7.;Vfc~;V) 7 zc^>V~\ y75^ ; 

N- {3-7/1^13-4- [(3-7;l/tn^/v ; ;H ^3ri/| 7rc~A} - 6- [ 
2- ({[2- {f3-;v*;vi£~jv) 75/} ^ ^/v) -1, 3-f7/- 

-4-^-tyyy75y ; 

N- ( 1 -^y^/I/- 1 H-^ y^y^U- 5 -^^) -6 - [2- ({[2- 
25 ^vi^/V/Js^/l-) cn^/V] 75/} /f;H — 1, 3-f 7/-/i^-4-^;H - 
4-^rt/y /75y ; 

N- (3-7/l^^-a^4-^<^v ? /^^->7^^yv) -6- [5- ({[2- (/ 
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/v*;\s%s~jv) ^/V] T^/} -4-7!J;i/] -4-W!)yr>y 

N- ( 3 - ^ n a - 4 -^y^;^^^7 x=;l/) -6- [2- ({[2- (^^/V 
;*/HJ^/lO =c^/V\ 7?/} t^A-) -4-7 5/P] -4-^7-^ y >-T^ ^ ; 
5 N— {3— pun — 4- [(3 ^dfv-] 7ai^/W - 6- [5 

- ({[2- {**J-}V*jVi£~)V) ^/V] 7^/} /-^vW) -2-7!/;V] -4- 

N- ( 1 v?/V- 1 H-^ 5 - ^/V) — 7 -~7 ^Jcn - 6 - [5 

- ({[2- 7 5/} ^^/W -2-7U/V] -4- 
10 W!lV7$y; 

N- (3-MJ7/l/tn^f/V-4 — <^i^/V^-=^^^^^/V) -6- [5- ({[ 

2- (^^/V^yU^rr/i.) jc^yl/] 75/} ^/V) -4-7!)^] -4-=¥^y 
y ^75 ^ ; 

N— [4— (3-^0-4-7/^071^) 757-7- [3— (4— 

N- {4- [(3-7DO-4-7;^P7x^) 757] -7 - [3-^5vW— 

3- (4 -7 1 - f^yv^A-) - 1 -zf^~^;V] T 
^ y /l^T 5 K ; Xtt 

N-{3-^pp-4 - [(3 -y^Hrxt^-y^tv) *-3rV] y ^^/V) - 6 - [5- 
20 ({ [2- (y^^^^^^V) ^^/H 75 7}7f^) -2-7U;H -4-^f- 

ft4*K J tntb<D?!t i ¥feVkfch^< «7ir5^, XHU -ttt&^^T^^u^— jft 

^■CfcSSS^otSfflld^ 1 5<z?VA-ftt^l^^|B«E©Pl*^f!l„ 

17. N- [4- (3-^o-4-7;VtP7x^V) 75/] -7- [3- 

25 (4-^A*y~/W 7n^->] ^t/U/-6-^/H 77U^75K Xfi 

N-(3-^an-4 - [( 3 - 7 /W*- p ^ vvl-) t^v'] 7^~/V}-6- [5 — 

({ [2- (^^V-X^sfcr^) ^^vl/J 757}7f^) -2-7!i;V] -4-df 
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afi*m^XttfiH4'fbLTV^5 feW^$^fc«Elft»*l!:»bTK^i-5fcJC>©, Her2 
15 2 2. Her2X«/^.U ? EGFRcDiiPmmXf*?S't4'fb^$2H-r?>^B^^, 

2 3. Her2Xfi/&t^EGFRO^mX^t*^^ffli-S^*^^^<t 9^*J-^ 
(DHer2X^/S.tJ ? EGFRC9^mX(*?g'^^^ifb, ^©M, Her2Xte/.K.TJ ? EGFR2S 

2 4. Her2X«/j5.tJ ? EGFR(D^PJ^^.Xfi?g'^^®Hi-S^^^ > &Rtf|*8 

2 5 . fjf*:£>f£B 18/5^20 (D^-fix^ 1 5lcf5tt<oE&|&j$JMK Xt/iil 

U&m £Her2X t/EGFRCD»J^^X ligttft KiSSI" 5 tt/2£tf 
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